Abstract
Introduction
IBD segments in the genome. Under the 1G model, ρ can be interpreted as a measure of the individual inbreeding coefficient F (Leutenegger et al, 2003) . Let further S l denote the (hidden) state of M l with S l = 1 and S l = K = 2 104 for an IBD and non-IBD state respectively. The four transition probabilities between the hidden states of every 105 pairs of consecutive markers are then defined as:
107
This amounts to assume that co-ancestry changes (leaving an IBD or non-IBD segment) between two adjacent 108 markers M l−1 and M l occur with a probability equal to 1 − e −r l G . It should thus be noticed that the same rate of study we only used one non-IBD class labeled K (i.e., the total number of classes K = K IBD + 1) with a mixing
127
proportion ρ K and a change rate G K . The transition probabilities between the hidden states S l−1 and S l of two 128 adjacent loci M l−1 and M l read:
130 where a ∈ (1, K) and b ∈ (1, K) represents the identifier of the K different states (recalling that K also represents 131 the non-IBD state). It is important to note that when K = 2, i.e. we only consider two states (K IBD = 1 state and 132 one non-IBD), the 2G model is slightly different than the 1G model since the two states are not constrained to have 133 the same rate G.
134
Emission probabilities and extension to NGS data.
135
To complete the specification of the HMM we need to specify the emission probabilities, i.e., the probabilities
136
of the data Y l observed at each marker M l given the underlying state S l of the two individual chromosomes that 137 might either be IBD (S l K) or non-IBD (S l = K). Let I l represent the number of alleles observed for marker M l
138
(in the rest of the study we only considered bi-allelic SNP i.e., I l = 2 for all l) and A li the corresponding alleles
139
(i ∈ (1, I l )). Depending on the technology and the analyses performed, Y l then either consists of i) a genotype
140
A li A l j (where i ∈ (1, I l ) and j ∈ (1, I l )) among the J l = I l (I l +1) 2 possible genotypes; or ii) a vector of likelihoods where is the probability (assumed to be known) to observe an heterozygous marker when the two underlying 150 chromosomes are IBD in M l either resulting from a genotyping error or a recent mutation. In other words, we 151 assume that the vast majority of the polymorphic markers were segregating in the population before the common 152 ancestors of the IBD segments and thus interpret recent mutations as genotyping errors. For non-IBD segments
153
(tracing back to much more ancient ancestors), each genotype emission probabilities are derived assuming Hardy-
154
Weinberg equilibrium and disregarding genotyping error (or recent mutation):
156
Note that these emission probabilities slightly differ from those considered in Leutenegger et al (2003) .
157
Emission probabilities for genotype likelihood data.
158
To account for genotype uncertainty, emission probabilities are obtained by integrating over all the possible geno-159 types:
161
where P A li A l j | S l K and P A li A l j | S l = K are as defined in equation 3 above (the error term then mostly 162 capturing the effect of recent mutations). This modeling is similar to that recently proposed by Vieira et al (2016) .
163

Materials and Methods
164
Inference 165 Estimation of model parameters.
166
Assuming the population allele frequencies (p li ) of each marker M l and the error term are known, the set of 167 parameters Θ that needs to be estimated consists of the mixing proportions ρ and the rates (interpreted as ages 168 for the inbreeding classes) G of the defined IBD and non-IBD classes. Therefore, Θ consists of two parameters
169
(ρ and one rate G) for the 1G model and 2K parameters for a multi-classes KG model (with K IBD = K − 1 170 inbreeding classes). For multiple-IBD models, we alternatively consider reducing the parameter space by pre-171 defining the ages G k of the K classes leading to only estimate the K mixing proportions ρ k (hereafter called mixKG model). For all the models, parameter estimation was achieved with the Expectation-Maximization (EM) 173 algorithm known as the Baum-Welch algorithm that is very popular in the HMM literature (Rabiner, 1989) . The
174
program ZooRoH implementing the algorithm for the different models is freely available at https://github.
175
com/tdruet/ZooRoH. Unless otherwise stated, model parameters were estimated with 1000 iterations of the EM 176 algorithm and setting to 0.001.
177
Estimation of the realized local (locus-specific) inbreeding (φ l ).
178
The Baum-Welch algorithm allows to estimate the local state probabilities that correspond in our case to the K
179
probabilities P S l = c | Θ, Y that the two chromosome segments belong to the IBD class c (c ∈ (1, K IBD )) or to 180 the non-IBD class (c = K) at the marker M l position given the estimated parameter set Θ and the observed genetic 181 data Y. These probabilities can be used to estimate both the realized genome-wide (over all the markers) and local
182
(for each and every marker) inbreeding. Indeed, genetic data allows to directly infer the realized IBD status of an 183 individual for each locus in the genome as opposed to pedigree-based inbreeding estimates that infer the expected
184
IBD status for all the loci. More precisely, the local estimateφ l of the realized inbreeding at marker M l is defined 185 as the probability that this marker lies in an IBD segment and may thus be computed by summing over all its local
186
IBD state probabilities (i.e., excluding the non-IBD class):
188
Estimation of the realized inbreeding associated to each IBD age-based classes (F (c)
) and the genome-wide 189 inbreeding (F g ).
190
As above, the inbreeding F all the L locus:
194 Finally, the genome-wide estimate of the realized individual inbreeding F G is simply the average over the 195 genome of the local estimates obtained for the L markers:
197
Model assessment.
198
Because the optimal number of states (K IBD or K) is usually unknown, we may be interested in characterizing, for 199 a given data set, the strength of evidence for alternative number of states. To that end we relied on the Bayesian
200
Information Criterion (BIC) which is a standard criterion for model selection among a finite set of models and was 201 computed as:
203
where P Y | Θ is the maximum of the likelihood function obtained with the estimated parameters Θ (computed
204
with the forward algorithm (Rabiner, 1989) ), L is the number of markers and n p is the number of parameters, i.e.,
205
n p = 2K − 1 for a KG model (with K-1 IBD classes) and n p = K − 1 for a mixKG model (see above).
206
Simulated data sets
207
Simulation under the inference model.
208
The model was first tested by simulating data under the inference models. We simulated genotyping data at bi-209 allelic markers (SNPs) for 500 individuals considering a genome that consisted of 25 chromosomes of 100 cM 210 length (i.e., 100 Mb length assuming a cM to Mb ratio of 1). The marker density was set to 10, 100 or 1,000 211 evenly spaced SNPs per Mb (i.e., 25,000, 250,000 or 2,500,000 SNPs in total). When simulating data under 212 the 1G inference model, the individual genome is a mosaic of either IBD or non-IBD segments whose length 213 is exponentially distributed with the same rate equals to the simulated G (twice the age in generations of the 214 inbreeding event). For each chromosome in turn, we successively generated consecutive segments by sampling 215 their length in the corresponding exponential distribution and randomly declaring them as IBD or non-IBD with 216 a probability ρ and 1 − ρ (where ρ represents the simulated mixing coefficients). The process stops when the 217 cumulative length of the simulated segments was greater than 100 cM (the last simulated segment being trimmed 218 to obtain a chromosome length exactly equal to 100 cM). Under the multi-states model with several IBD classes,
219
simulations were performed sequentially, with successive waves of inbreeding starting with the most ancient. We 220 started by simulating the most ancient IBD class with the process described above. Then, each new IBD class was 221 simulated similarly (with its own G i and ρ i ) except that new inbreeding (IBD) masked previous classes whereas 222 non-IBD segments did not change previously simulated states.
223
To simulate genotyping data, we first randomly sampled for each SNP the population frequency of an arbitrarily 224 chosen reference allele either i) from an empirical distribution derived from real cattle genotyping SNP assay
225
and WGS data ( Figure S1 ), or ii) from a (U-Shaped) distribution β (0.2, 0.2) that mimics NGS data ( Figure S1 ).
226
Given the simulated IBD status of the segments on which each SNP lie (see above), we used these sampled allele 227 frequencies to simulate SNP genotypes as described for the emission probabilities above (eqs. 3 and 4). We used 228 the parameter set to either 0.1% or 1% to introduce random genotyping errors (changing one genotype to one of 229 the two other genotypes) and to evaluate the robustness of the models.
230
To simulate low-fold sequencing data (50 individuals) we sampled at each marker a number of reads t according
231
to a Poisson distribution with mean λ (the average coverage). For homozygote genotypes (simulated as described 232 above), the t sampled reads always carried the same allele (no sequencing error) and for heterozygotes, we used 233 a binomial distributions (with parameters t and 1 2 ) to sample the read counts for the two possible alleles. We then 234 considered for each simulated SNP l, the read counts t l1 and t l2 observed for each of the two alleles to derive the 235 three genotype likelihoods of the three genotypes A l1 A l1 , A l1 A l2 and A l2 A l2 :
Finally, to assess the accuracies of the model estimation, we computed the Mean Absolute Error (MAE) for 238 each parameter α of interest as:
where N is the number of simulated individuals,α n is the estimated parameter value for individual n and α is the 241 corresponding simulated value.
242
Simulations under a discrete time Wright-Fischer process.
243
The inference model we used is based on hypotheses (exponential distribution for length of IBD segments, Hardy-
244
Weinberg equilibrium in non-IBD states, etc.) commonly used and that have been proven to work well (e.g.,
245
Leutenegger et al, 2003; Vieira et al, 2016) . Still, we performed additional simulations relying on population 246 genetics models to obtain simulated data less dependent on these assumptions. To that end we used the program 247 ARGON (Palamara, 2016) that simulates data under a discrete time Wright-Fischer process.
248
With constant and large effective population size N e , inbreeding is expected to be low and to be spread over 249 many generations. To concentrate inbreeding in specific age classes we simulated bottlenecks keeping large N e 250 outside these events to reduce the noise due to inbreeding coming from other generations. In the first scenario WF1,
251
we considered an ancestral population P 0 with a constant haploid effective population size equal to N e0 =20,000 that 252 split in two populations P 1 and P 2 at generation time T s in the past with respective population sizes N e1 =10,000 or 253 100,000 (according to the scenario) and N e2 =10,000. 
285
Results
286
Performance of the different models
287
Analyzing data simulated under the 1G inference model.
288
We first analyzed individual genomes of 2,500 cM (with a marker density of 10 SNPs per cM) that were simulated 289 under the 1G inference model, i.e., the simplest model. Depending on the two chosen simulation parameters (age 290 of inbreeding G and mixing proportion ρ), these individual genomes thus consisted of a mosaic of IBD and non-
291
IBD segments (in proportions ρ and 1 − ρ respectively) that both originated from the same ancestral generation
292
(G/2 generations ago). In total, we analyzed with the 1G, the 2G, the 3G and the 4G models, 500 individuals per 293 simulated scenarios, considering in total 33 different scenarios representatives of a wide range of values for both 294 G (from G = 2 to G = 256) and ρ (from ρ = 0.0075 to ρ = 0.5). As mentioned in the Model section above, under 295 the 1G model that was used for these simulations, ρ is highly similar to the individual inbreeding F g . The results
296
obtained from the analyses under the 1G model are detailed in Table 1 any p ∈ (0, 1), the proportion of SNPs truly lying within IBD segments among the SNPs with φ l p was close to 321 p ( Figure S2 ). Accordingly, and as mentioned above, the global estimators of individual inbreeding (F g ) and the 322 model parameters (ρ and G) remained accurate (Table 1) .
323
[ in the first IBD class that had an overestimated age for small simulated G 1 (Table 2 and Table S3 ). For instance,
343
for the scenario with G 1 = 4 (ρ 1 = 0.125) and G 2 = 16 (ρ 1 = 0.100), med( F g ) = 0.004 while med( G 1 ) = 7.20 and med( G 2 ) = 391 across the 500 simulated individuals (Table 2) .
345
Strikingly however, the overall individual inbreeding F g always remained very well estimated with MAE≤ 0.005 346 for all scenarios (Table 2 and Table S4 ). Finally, as for the simulations under the 1G model previously considered, 347 accuracy in the estimation of local inbreeding was found to mostly depend on the ages G 1 and G 2 (Table 2 and   348   Table S5 ), the MAE for both φ l and φ l IBD lying in a similar range than the one observed previously on data simulated 349 under the 1G model. More precisely, given the relatively sparse SNP density considered, MAE remained accurate
350
(i.e., ≤ 0.05) while G 1 < G 2 ≤ 64 but started to increase for higher values probably due to the inclusion of smaller
351
IBD segments.
352
[ To provide insights on the behavior of our model to a misspecification of the underlying number of IBD classes,
354
we also analyzed these data simulated under the 3G model with the 1G, the 2G and 4G models. As expected, when
355
considering the 1G and 2G models, the estimated age of the single assumed IBD class was intermediate between
356
the two simulated G 1 and G 2 actual values (Table S3 ). In agreement with previous findings, the 1G and 2G lead to 357 highly similar estimates except for large G 1 and G 2 for which the estimated G tended to be higher with the 2G than 358 the 1G model (e.g., med( G) = 181 and med( G) = 201 respectively for the scenario with G 1 = 128 and G 2 = 256).
359
More interestingly, using the 1G and 2G models (i.e., with a single IBD class) to analyze these data resulted in an 360 underestimation of F g for scenarios with a marked differences between G 1 and G 2 (Table S4) (Table S4 ). This suggested that the 1G and 2G model failed to capture some inbreeding. Accordingly, when
366
focusing on the estimation of local inbreeding (Table S5) , although the 1G and 2G models displayed a lower MAE 367 for φ l (i.e., computed over all the SNPs), this was essentially driven by SNPs lying in non-IBD segments. Indeed,
368
both the 3G and 4G resulted in a lower MAE for φ l IBD (i.e., computed over SNPs lying within IBD segments) 369 suggesting these model allowed to better capture IBD segments at the expense of a slightly higher misassignment 370 of SNP lying in non-IBD segments.
371
Overall, similar conclusions about the performance of the models to estimate the simulated parameters could 372 be drawn when considering data sets with more than two underlying IBD classes (see Table S6 for results on data their actual values could be observed (e.g., Table S6 ). Nevertheless, for higher ratio between successive class ages, 379 these estimates remained fairly good. Importantly and as shown in previous simulations, the overall individual 380 inbreeding (F g ) was accurately estimated in all scenarios and MAE for local inbreeding mostly depended on the 381 age of the IBD segments.
382
Using a set of K predefined IBD-classes (the mixKG model).
383
For a given model, instead of estimating the ages G k of the different IBD classes, an alternative is to use a set of 384 predefined age-classes and to only estimate the mixing proportions (ρ k ). To illustrate and evaluate this strategy
385
we hereby considered models consisting of 9, 11 or 13 IBD-classes depending on the simulated marker density 386 (see below) and one non-IBD class leading to the so-called mix10G, mix12G and mix14G models according to our nomenclature. For each model, the predefined ages of the K − 1 IBD-classes always ranged from 2 to 2
(with G k = 2 k for each class k ∈ (1, K − 1)) while the age of the unique non-IBD class was the same as the 389 older IBD class (i.e., G K = G K−1 = 8192). Application of these mixKG models to the various data sets previously 390 generated under the 1G, the 3G and the 4G inference models proved highly efficient (Table S7 and indicated by MAE's that were always as good as the best alternative model (e.g., compare Table S7 and Table S5 ).
394
Moreover, such models with pre-defined ages for the IBD classes allowed to provide indications on the actual ages 395 of inbreeding G k . We indeed observed that the estimated inbreeding contributions (F Model comparisons and selection.
402
We finally evaluated the BIC criteria to compare the models. When comparing different KG models (from 1G to 403 6G) applied to various simulation scenarios (ranging from 1 to 4 simulated IBD-distributions), we observed that 404 the BIC criterion tended to support the correct underlying models and never provided support for models with a 405 number of classes K higher than the simulated ones (Tables S9 and S10 although increasing SNP density improves the BIC resolution (Table S10 ). It should also be noticed that the BIC 409 criterion never provided a stronger support in favor of the MixKG model (as defined above) when compared to the 410 6 others models considered (from 1G to 6G), possibly due to its higher number of parameters (e.g., n p = 13 for 411 the Mix14G model against n p = 11 for the 6G model) (Tables S11 and S12 ). Yet, for simulations with several IBD 412 classes (Table S12) , the BIC support was generally higher than for the 1G and 2G models.
413
Sensitivity of the models to genotyping error and marker informativeness the correct IBD class with higher marker density ( Figure S3 ). It is interesting to note that, at least for the range of 425 parameters considered, F g was accurately estimated irrespective of the marker densities and informativeness.
426
[ We also investigated the sensitivity of the 1G model to the quality of genotyping or sequencing data. As shown 428 in Table S13 , when considering genotyping data (analyzed by setting = 0 for comparison purposes), we found 429 that the presence of genotyping errors (either 1% or 0.1%) had little impact on the estimation of F g , moderate
430
effects on the estimation of local inbreeding φ l but estimates of G were strongly affected with an upward bias and 431 an increased MAE. The magnitude of these effects was actually a function of the number of incorrect genotypes 432 per IBD segment that increased the probability of observing heterozygotes and thus to cut the IBD segment into 433 smaller ROH. As a result, the impact of genotyping errors was stronger for more recent inbreeding, at higher 434 marker density and for higher error rate (Table S13) . Interestingly, when analyzing the genotyping data with an 435 appropriate error term i.e., setting = 0.01 (respectively = 0.001) for data simulated with a genotyping error 436 of 1% (respectively 0.1%), the estimates of G became unbiased (Table S13 ). The accuracies with a 0.1% error 437 were similar than without error but the MAE still remained larger with 1% genotyping errors and older inbreeding 438 origins. Note that including a small error term in the model ( 0) had little influence in the absence of genotyping 439 errors.
440
We finally evaluated the sensitivity of the 1G model to various confidence levels in genotype calling by sim-441 ulating data that mimic low-fold sequencing (or GBS) data for which several genotypes may have a non-zero 442 probability. In these cases, read count data were simulated with a higher SNP density than above (1,000 SNP per cM) and variable coverage (from 1 to 10X). For each simulated SNP, the likelihood of the three possible genotypes 444 were derived from the read count data as described in the Material and Methods section. The analyzed data sets 445 then either consisted of i) the actual SNP genotypes (ideal situation) or ii) vectors of genotype likelihoods. As 446 detailed in Table S14 , we found that the model performed well in estimating the global parameters G and F g with 447 sequencing data. As expected, the performances improved with higher coverages and were similar than those ob-448 tained with the corresponding genotyping data as coverages 5X. Lowering sequencing coverages might indeed 449 be viewed as decreasing SNP informativeness thereby leading to less accurate estimates for the different parame-450 ters (increased MAE), particularly for simulation in which inbreeding had an older origin (smaller IBD segments).
451
For instance, for simulated G 512 and 1X coverage, both F g and G were slightly underestimated (and to a lesser 452 extent with 2X coverage) while for G 256, both global and local (φ l ) estimates were accurate even with coverage 453 as low as 1X (Table S14) .
454
Simulations under a discrete time Wright-Fischer process
455
To evaluate the robustness of the model to departure from model assumptions, we analyzed data simulated under Figure 2A ). Yet, in most scenarios, a substantial proportion of inbreeding was associated to more ancient We analyzed all these simulated data sets with a mix10G model that consisted of 9 IBD-classes with predefined 473 ages ranging from 2 to 512 (with G k = 2 k for each class k) and one non-IBD class that had the same age as the As shown in Figure 2B (see Figures S11 and S12 for all the 12 WP1 and the 2 WP2 scenarios respectively), showed that although the power was below one, overall inbreeding remained correctly estimated (see above).
486
In addition, the model was found to perform well in assigning the identified IBD segments associated to the 487 simulated bottlenecks since they were in their vast majority either assigned to their actual IBD class (i.e., with were mainly assigned (up to 70%) to the IBD classes G32 and G16 ( Figure 2D ). Note that the oldest IBD class
495
G512 also captured some of these IBD segments together with a small proportion of those with an older TMRCA 496 probably because these older IBD classes then become more frequent and have higher mixing coefficients. This 497 effect was stronger when the bottleneck contributed less to the overall inbreeding and when the bottleneck was 498 older. The performances of the model to correctly assign IBD segments however declined as the timing of the 499 bottleneck was older or more generally as the proportion of inbreeding resulting from the period of reduced N e 500 was lower ( Figures S13 and S14 ). Note that misassignment of IBD segments might also result from simulated segments being smaller/larger than expectations for a given pre-defined age G k of the IBD class due to the stochastic 502 nature of the Wright-Fisher process. In all cases however, we observed a peak of inbreeding in the IBD-class(es)
503
corresponding to the period of reduced N e or its neighbors ( Figures S13 and S14) 
511
As a result, and for the reasons mentioned above, the genotyping data were further analyzed with i) a mix14G Figure 4B and Figure S18 ).
554
Finally, among the six sheep populations we investigated, three (the Rasa Aragonesa, Milk Lacaune and Ram-555 bouillet) displayed a large N e (> 700) as described in Kijas et al (2012) . Hence, individuals from the Rasa
556
Aragonesa displayed almost no trace of inbreeding (max = 1.3% when cumulated up to the IBD-class with G k = 8)
557
while the cumulative inbreeding remained lower than 5% on average for individuals from the Milk Lacaune and
558
Rambouillet breeds up to classes G k = 32 ( Figure 3E ,F and Figure S19 ). Yet, some Rambouillet individuals pre-559 sented high levels (> 20%) of recent inbreeding ( Figure 4C and Figure S19 ). Conversely, the Wiltshire (N e = 100)
560
and Dorsethorn (N e = 137) populations that went through a strong reduction in size in the early 1900's (Dorsethorn 561 to a lesser extent) were both found to have a high level of recent inbreeding (Figure 3 and Figure S19 ). The main 562 contributing IBD-class was the one with age G k = 16 for Wiltshire and G k = 4 to G k = 32 for Dorsethorn.
563
Interestingly, the Wiltshire individuals were sampled from a New-Zealand flock that experienced several strong contribution of the most recent classes to the overall inbreeding is thus consistent with this demographic history.
568
The sixth sheep population we investigated was the well known Soay sheep that had an estimated N e = 194 (Kijas grand-parents are also observed in sheep (19.2% for Rambouillet #92 in Figure 4C ) and even in human (8.9% for
593
Karitiana #13 in Figure 4A ). For all these individuals, however, these recent events accounts only for a fraction of In this study, we developed and evaluated HMM models that use genomic data to estimate and to partition individ- is sparser and classification is more uncertain (e.g., for smaller and older IBD tracts, at lower marker density or 635 informativeness, with higher genotyping error rates or with low-fold sequencing).
636
The most simple HMM we considered consists of a single IBD state (1G model) and is similar to several previ- classes with predefined ages (the so-called MixKG models). It is then recommended to well separate these ages
698
(e.g., using a ratio of 2 between successive ages to limit the overlap between the exponential distributions assumed 
744
We are working on several extensions of our model, for instance to better take into account the possibility of 
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g and F g ) obtained under the 3G model.
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The Table 1 . Performance of the 1G model on data simulated under the 1G inference model. The simulated genome consisted of 25 chromosomes of 100 cM with a marker density of 10 SNPs per cM. Genotyping data for 500 individuals were simulated under the 1G inference model for each of 20 different scenarios defined by the simulated G and ρ values reported in the first two columns. The table reports the resulting median realized (true) values (across the 500 simulated individuals) for the age of inbreeding (G), the mixing proportions (ρ), the individual inbreeding (F g ) and the number of IBD tracks (#T racks). Similarly, the table gives the median estimated values and the Mean Absolute Errors (MAE) for the age of inbreeding ( G), the mixing proportions ( ρ) and the individual inbreeding ( F g ). Finally, the table gives the MAE for the estimated local inbreeding (φ l ) either for all the SNPs ( φ l ) or for those actually lying within IBD segments ( φ l IBD ).
Scenario Realized median values
Median estimated values (3G model) Table 3 . Performance of the 1G model on simulated data sets with different SNP density and informativeness. The simulated genome consisted of 25 chromosomes of 100 cM with a marker density of either 10 or 100 SNPs per cM. Allele frequency spectrum (AFS) of each SNP reference allele were either sampled from an empirical distribution (array-like) derived from a real (cattle) genotyping assay (i.e., close to uniform) or from a (U-shape) β (0.2, 0.2) distribution that mimics NGS data. Genotyping data for 500 individuals were simulated under the 1G inference model for each of 3 different scenarios defined by the simulated G and ρ values reported in the first two columns. For each simulation, the table reports the resulting realized (true) median value (across the 500 simulated individuals) for the age of inbreeding (G) and the individual inbreeding (F g ) together with the median of their estimated values G and F g and corresponding Mean Absolute Errors (MAE). Finally, the table gives the MAE for the estimated local inbreeding (φ l ) either for all the SNPs ( φ l ) or for those actually lying within IBD segments only ( φ l IBD ).
